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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE IVIAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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DETAILED ACTION 

1 . Applicant's preliminary amendment filed on July 6, 2001 in Paper No. 9 is acknowledged 
and has been entered. Claims 1-6 and 8-14 have been amended. Claims 1-14 are pending. 

Sequence Listing 

2. This application contains sequence disclosures that are encompassed by the definitions 
for nucleotide and/or amino acid sequences set forth in 37 CFR nl. 82 1(a)(1) and (a)(2). 
However, this application fails to comply with the requirements of 37 CFR 1.821 through 1.825 
for the reason(s) set forth: The specification contains sequences at page 10 not represented by a 
sequence identifier (SEQ ID NO:). Appropriate correction is necessary. 

Specification 

3. The disclosure is objected to because of the following informalities: 

(a) The disclosure is objected to for "In the claims". The claims page should begin with a 
sentence of which the claims will be an object such as " I (or We) claim:", "The invention 
claimed is:" (or the equivalent) not simply "Claims" or "In the claims" (see MPEP608.01(m)). 
Appropriate correction is required. 

Claim Rejections - 35 USC § 101 

4. 35 U.S.C. 101 reads as follows: 



Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 
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5. Claims 9-14 are rejected under 35 U.S.C. 101 because the claimed recitation of a use, 
without setting forth any steps involved in the process, results in an improper definition of a 
process, i.e., results in a claim which is not a proper process claim under 35 U.S.C. 101. See for 
example Ex parte Dunki, 153 USPQ 678 (Bd. App. 1967) and Clinical Products, Ltd. v. Brenner, 
255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

Claim Rejections - 35 USC§112 

6. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

7. Claims 9-14 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

(a) Claim 9-14 provides for the use of a library of oligonucleotides, but, since the claim does 
not set forth any steps involved in the method/process, it is unclear what method/process 
applicant is intending to encompass. A claim is indefinite where it merely recites a use without 
any active, positive steps delimiting how this use is actually practiced. 

Claim Rejections - 35 (JSC §103 

8. The following is a quotafion of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
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having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

9. Claims 1, 4, 6, 8-13 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Gorenstein et al. (US 6,423,493, effective filing date: October 26, 1998) in view of Rampersad 

et al (US 5830,712, publication date: November 3, 1998). Regarding claims 1 and 8, Gorenstein 

et al teach an oligonucleotide library and process for generating a library of oligonucleotides that 

are specific for a given nucleic acid, comprising: (a) generating random oligonucleotides, 

wherein said oligonucleotides are of a uniform length comprising a single stranded, central 

segment of randomly varied bases and flanking segments of defined sequences on each side of 

the centra] segment (col 2, lines 62-65 and SEQ ID NO: 1; col. 13 and 14); (b) hybridizing the 

random oligonucleotides with a nucleic acid-containing template of biological origin under 

conditions that enable the formation of duplexes; (c) eliminating non-specific duplexes; (d) 

separating the hybridized oligonucleotides from the duplexes obtained in step (c) and amplifying 

the hybridized oligonucleotides ((col, 3, lines 3-12) and Example 1, beginning at col. 8, line 28 

to col. 10, line 19). The reference of Gorenstein et al. differs from the instant invention in that 

Gorenstein et al. do not expressly teach wherein a blocker is added to the duplexes to avoid 

hybridization of undesirable nucleic acid sequences. However, the specification does teach 

wherein a filter binding method is utilized numerous times as a selection process to separate 

hybridized duplexes from non-specific sequences. 

In a general teaching, Rampersad et al teach a method of preparing specific cDNA 

libraries, i.e., cDNA libraries rich with respect to certain cDNAs, the method comprising 

selectively inactivating undesirable nucleic acid members to enable isolating of the desired 

cDNA by adding a blocker to the sample which selectively associates with the undesirable 
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nucleic acids in the sample thereby preventing such nucleic acid from participating in any further 
processing of the sample ((col. 2, Hnes 18-25). Rampersad et al teach that the method is 
advantageously because it allows for the selective inactivation of nucleic acids that are intimately 
related to the desired nucleic acids in a given sample, the determination of which can be masked 
by the presence of the undesired nucleic acids (col. 2, lines 25-30, col. 4, line 59 to col. 5, line 2). 
Therefore, it would have been obvious to one of ordinary skill in the art at the time of the 
claimed invention to have been motivated to have modified the process of preparing an 
oligonucleotide library as taught by Gorenstein et al to encompass a blocker to the nucleic acid 
duplex instead successive rounds of selection. One of ordinary skill in the art would have been 
motivated to do so for the benefits of selectively inactivating undesirable nucleic acids from the 
sample, thus increasing the isolation of desired nucleic acids as taught by Rampersad et al. 

Regarding claim 4, Gorenstein et al teach the process of claim 1, wherein the central 
segment comprises 22 bases and wherein the flanking segments comprise 22-23 bases (see SEQ 
ID NO: 1, col. 13 and 14 and col. 8, lines 36-38). 

Regarding claim 6, Gorenstein et al teach the process of claim 1, wherein the nucleic 
acid-containing template comprises at least one of genomic or synthetic DNA or RNA (col. 4, 
lines 41-45). 

'Regarding claim 9, 10 and 11, Gorenstein et al teach wherein the library of 
oligonucleotides may be used to inhibit gene function or as a diagnostic tool (col. 5, lines 14-24). 
The use of the oligonucleotide library as a diagnostic kit is an inherent property of the 
oligonucleotide library of Gorenstein et al. 
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'Regarding claim 12 and 13, Gorenstein et al teach wherein the library of 
oligonucleotides are bound to a solid support wherein the solid support is a chromatographic 
media (column or nitrocellulose fitter) or microspheres (beads) (col. 7, lines 21-31 and col. 9, 
lines 19-26). 

10. Claims 2, 3 and 7 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gorenstein et al in view of Rampersad et al as previously applied above, and further in view of 
Liang (US 5,827,658, October 27, 1998). Regarding claims 2, 3 and 7, Gorenstein et al in view 
of Rampersad et al teach an oligonucleotide library and process for generating a library of 
oligonucleotides comprising: generating random oligonucleotides, wherein said oligonucleotides 
are of a uniform length comprising a single stranded, central segment of randomly varied bases 
and flanking segments of defined sequences on each side of said central segment; hybridizing the 
random oligonucleotides with a nucleic acid-containing template of biological origin under 
hybridization conditions that enable the formation of duplexes and using blockers to avoid 
hybridization of undesirable sequences; eliminating non-specific duplexes; separating the 
hybridized oligonucleotides from the duplexes obtained in the prior step and amplifying the 
hybridized oligonucleotides. 

The process of Gorenstein et al and Rampersad et al differs from the instant invention in 
that the references do not teach wherein the process further comprises subtracting between two 
different oligonucleotide libraries which contain similar sequence motifs. In a method for the 
isolation of amplified genes, Liang teaches the uses of subtractive hybridization of two different 



' Since the claims do not recite any method steps, the preceding rejections are based on the Examiner's interpretation 
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libraries which contain similar sequence motifs. Liang teaches wherein the method comprises 
generating single stranded versions of oligonucleotide libraries (OLl=oligonucleotide of interest) 
and (OL2=oligonucleotides from normal tissue) annealing the OLl with an excess of 0L2 under 
hybridization conditions; partitioning double-stranded hybrids (0L1:0L2) and single stranded 
0L2 from single stranded OLl, wherein said partitioning is carried out using streptavidin or 
avidin and biotin; amplifying the single stranded OLl and repeating the steps to obtain OLl 
oligonucleotides with reduced affinity for 0L2 (col 3, lines 19-49). Liang teaches that the 
process provides a simple and more sensitive method of identifying single stranded 
oligonucleotides libraries representing amplified genes (col. 1, Hnes 63-65), especially amplified 
genes in tumor specimens (see background of invention, coi. 1) and ways of estimating their 
copy number (col. 1 , lines 63-65) which can be correlated to the severity of a pathogenic state, to 
its prognosis or to treatment efficacy (abstract). Therefore, it would have been obvious to one of 
ordinary skill in the art at the time of the claimed invention to have been motivated to have 
modified the process of generating oligonucleotides libraries as taught by Gorenstein et al in 
view of Rampersad et al to encompass steps of subtracting between different oligonucleotides 
libraries having similar sequence motifs. One of ordinary skill in the art would have been 
motivated to do so for the advantages taught by Liang of identifying oligonucleotides libraries 
representing amplified genes and ways of estimating their copy number which can be correlated 
to the severity of a pathogenic state, to its prognosis or to treatment efficacy. 



of the claims. 
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11. ^Claim 14 is rejected under 35 U.S.C. 103(a) as being unpatentable over Gorenstein et al 
in view of Rampersad et al as previously applied further in view of Schmidt et al (WO 98/15651, 
April 16, 1998). Gorenstein et al in view of Rampersad et al teach an oligonucleotide library and 
process for generating a library of oligonucleotides comprising: generating random 
oligonucleotides, wherein said oligonucleotides are of a uniform length comprising a single 
stranded, central segment of randomly varied bases and flanking segments of defined sequences 
on each side of said central segment; hybridizing the random oligonucleotides with a nucleic 
acid-containing template of biological origin under hybridization conditions that enable the 
formation of duplexes and using blockers to avoid hybridization of undesirable sequences; 
eliminating non-specific duplexes; separating the hybridized oligonucleotides from the duplexes 
obtained in the prior step and amplifying the hybridized oligonucleotides. The process of 
Gorenstein et al. in view of Rampersad et al differs from the instant invention in that the 
references do not teach wherein the oligonucleotides are hybridized to nucleic acid arrays. 
Schmidt et al teach random oligonucleotide libraries wherein said oligonucleotides of the library 
are hybridized to an array (page 10, line 6-11). Schmidt et al teach that since the 
oligonucleotide libraries are all immobilized on an array, there will be no cross hybridization 
(page 10, lines 6-1 1). Therefore, in view of the foregoing, one of ordinary skill in the art at the 
time of the claimed invention would have been motivated to have modified the process of 
generating an oligonucleotide library as taught by Gorenstein et al. in view of Rampersad et al to 
encompass hybridization to an array. One of ordinary skill in the art would have been motivated 
to do so for the benefit of alleviating or preventing any cross hybridization as taught by Schmidt 
et al. 
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Conclusion 



12. No claims are allowed. 

13. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Cynthia B. Wilder, Ph.D. whose telephone number is (571) 272- 
0791. The examiner works a flexible schedule and can be reached by phone and voice mail 
Alternatively, a request for a return telephone call may be emailed to cvnthia.wilder(a).uspto.gov . 
Since email communications may not be secure, it is suggested that information in such request 
be limited to name, phone number, and the best time to return the call. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (703) 308-1119. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct,uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




